Synthesis of carbocyclic oxetanocin analogs bearing fluorine and their antiviral activities.
A new procedure to introduce the fluorine into the carbocycle of carbocyclic oxetanocin in A (C.OXT-A) was developed. The cyclobutanols 5 and 10, obtainable from the 2,3-di-O-benzoate 3, were condensed with 6-chloropurine using Mitzunobu reaction to give the cyclobutyl nucleosides 6 and 11, respectively. Addition of iodine fluoride to compound 6 afforded [(1R*,2S*,3R*)-isomer 7 as a sole addition product, which was converted to 1. This compound (1) exhibited a broad spectrum of antiviral activity, especially against human cytomegalovirus. Also partial depretection of 11 and successive fluoridation using DAST gave the fluoromethyl derivatives from which another target compounds 2a,b were obtained.